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U.S. P^ent Application No. 1 0/371,443, by Junming Le, Jan Vilcek, Peter Daddona, 
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U.S. P«ent Application No. 10/371,961, by Junming Le. Jan VUcek, Peter Daddona. 

i^iS VHiy^^,^*^'** ]^&a and Scott Siegel, filed Febniaiy 21. 2003, Docket No.- 
0975.1005-033. 

U.S. Patent Application No. 10/665,971, by Junming Le. Jan Vilcek. Peier Daddona, 
0975 ?005-036 ^ ^^^^^^ September 19, 2003. Docket No.: 

U.S. Paiew Application No. 10/774,1 18. by Junming Le. Jan Vilcek, Peter Daddona, 
0975 1005-03*8 °" ^'^^'* *^e^™«y 6. 2004, Docket No.: 

IJ.S. Patent Application No. 1 1/053,749, by Junming Le, Jan VUcek, Peter Daddona, 

f?"".,'^'iJ?y*k'o,5fX'^J^^*' Scott Siegel and Bernard Scallon, filed February 7, 2005, 
Docket No.: 0975.1005-040. i.^mmj, 

U.S. Patent Application No 1 1/195.589. by Junming Le, Jan VUcek, Peter Daddona, 
^^Pf^.'-P^'^^ *^Sbt and Scon Siegel, filed August 2, 2005. Docket No.; 

Uy7j. 1 003-042. 

U.S. Patew Applicatiwi Na U/010,954, by Junming Le, Jan Vilcek. Peier Daddona, 
D&Sno'^0975 Y&SoS** I^ecewiber 13, 2004, 

U.S. Patent Application No. 1 1/053.750, by Junming U. Jan Vilcek, Peter Daddona. John 
Ghrayeb. David Knight, Scott Siegel and Bcroaid ScaJlon, filed February 7. 2005. Docket 
No,: 0975.1005-045. 

U,S. Patent Application No. 10/957,134, by Junming Le, Jan Vilcek, Peter Daddona, John 
Ghrayeb, David JCnight and Scon Siegel, filed September 30. 2004. Docket No • 
0975-1005-048. 

U.S. Patent Application No. 1 1/170,753, by Junming Le, Jan Vilcek, Peter Daddona, John 
Ohjajcb. D.vid Knigh. a». W SiegC. Ju«2». 2005. Do*« No.: 097M005. 
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Ghrayeb, David Knight and Scon Siegel, filed December 8, 2005. 
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— U.S. Patent Application Mo. 1 1/314,941, by Junming Le, Jan Vilcek, Peter Daddona, Joba 

097M005oS^ ^' ^is&^l filed December 20, 2005, Docket No.: 

— U.S. Patent Application No. 1 1/400,787, by Junming U, Jan Vilcek, Pewr Daddona, John 

Ghrayeb, David Knight and Scott Siege], filed April 7, 2006, Docket No,; 0975.1005-062. 
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Ghrayeb. David Knight and Scon Siegel, filed June 2. 2005, Docket No.: 0975.1005-052. 

— U.S. Patent Application No. 1 1/401,391, by Junming Le, Jan Vilcek, Peter Daddona, John 

Ghrayeb. David M. Knight and Scott Siegel, filed April 10, 2006. 

U.S. Patent Application No. 1 1/501.162, by Junming Le, Jan Vilcek. Peter Daddona John 

Ghrayeb, David Knight and Scott Siegel, filed August 8, 2006. 

— U.S. Paieiu Application No. j 1/582,153, by Junming U. Jan Vilcek. Peter Daddona, John 

Ghrayeb, David Knight and Scott Siegel, filed October 1 6. 2006. 
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mio the PTO's hnage File Wrapper (IFW) system and is available to the examiner 
However, copies of the claims for the non-published applications are enclosed. 

i ] A copy of each above-cited application, including the cuirern claims, is enclosed, except 

f c"^^?!*" P"?"' ^PPli*=«ti°n. U.S. Application No. [ J. to which priority undw 
35 U.S.C. 120 IS clauned. 

The Examiner is requested to return a copy of the above list of pending applications indicating which 
references were considered with *e next ofRce communication. 

It is requested that the information disclosed herein be made of record in this application. 
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Claims for 11/143.926 



What is claimed is: 




I . An anti-TNFa antibody antigen-binding fragment 

compriidng a human constant region wherein said antigen-binding fragment (i) 
compeiiiively inhibits binding of A2 (ATCC Accession No. PTa-7045) lo 
human TNFa and (ii) binds to a neutralizing epitope of human TNFa with an 

aJBnity of at least 1 x 10^ liter/mole, measured as an association constant (Ka), 
as deteitnined by Scatchard analysis. 

>. The fragment of Claim U selected from the group consisting of : Fab, Fab% 
F(ab*)2, Fv, a monomer, a dimer, a single chain antibody, and a single chain 
antibody fragment. 

k The fragment of Claim 1 , comprising a single heavy chain, a heavy chain 

constant region^ a heavy chain joining region, a heavy chain diversity region, a 
heavy chain variable region, a single light chain, a light chain constant legion, a 
light chain joining region and a light chain variable region. 

^ The fragment of Claim 1 , comprising an chimeric H chain comprising an 
antigen binding region derived from the H chain of a non-human antibody 
specific for TNFa, which is linked to at leasi a portion of a human H chain C 
region. 

The fragment of Claim 3 which is a heavy chain variable region or light chain 
variable region and which binds'a portion of a TNFa and neuiralizes TNFa 
activation of procoagulant activity of endothelial cells. 



-1- 
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6. An anti-TNFa chimeric antibody fragmeni which comprises a non-human 
variable region comprising an amino acid sequence selecied from The group 
consisting of SEQ ID NO: 3 and SEQ ID NO; 5. 

7. The fragment of Claim 6, wherein the non-human variable region is murine. 

8. The fragment of Claim 6, wherein the non-human variable region comprises a 
polypeptide encoded by a nucleic acid sequence selected from the group 
consisting of SEQ ID NO: 2 and SEQ ID NO: 4, 

9- The fragment of Claim 1, which is produced recombindntly, 

1 0, The fragment of Claim 1 , wherein the fragment is of immunoglobulin class 
IgGl, lgG2. IgG3, IgG4 or IgM. 

11. The fragment of Claim 4, wherein the portion of the human H chain C legion is 
CHi or CH2. 



-2- 



PAGE »26'RCVDAT11/13I2006 3:49:S4PM [Eastern Standard ^^^^ 



From-HBSR 



1-978-341-0242 



T-283 P. 09/26 F-910 



USSN U/401. 391 Claims 




3. 



4. 



5. 



is claimed is: 

A method of treating a TNf a-roediaied seronegative arthropathy in a human in 
need thereof, comprising administering to the hwnan an effective TNFct- 
inhibiting amount of an anii-TNFot antibody or antigen-binding fragment thereof, 
said antibody comprising a human constant region, wherein said anti-TO Fa 
antibody or antigen-binding fiagroem thereof (i) competitively inhibits binding of 
A2 (aTCC Accession No, PTa-7045) to human TNFa and (ii) binds to a 
neutralizing epitope of human TNFa with an affinity of at least I x 10' liter/mole, 
measured as an association constant (Ka), as detennined by Scatchard analysis. 

The method of Claim I, wherein the antibody or antigen-binding fragment 
comprises a human constant region and a human variable region. 

The method of Claim I , which comprises at least one human light chain and at 
least one human heavy chain. 

The method of Claim 3, wherein the light chain comprises all antigen-binding 
regions of the light chain of A2 (ATCC Accession No. PTA-7045), 

The method of Claim 3, wherein die heavy chain comprises all antigen-binding 
regions of the heavy chain of A2 (ATCC Accession No. PTA-7045), 

The method of Claim 3, wherein the light chain comprises all antigen-binding 
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regions of the light chaia of A2 (ATCC Accession No. PTA-7045J and the heavy 
chain comprises all aniigen-bmding regions of ibe heavy chain of A2 (ATCC 
Accession No. PTA'7045). 

7. The nietbod of Claim 1, >vherein the anti-TNFa antibody or anijgen-binding 
fragniem thereof is of immunoglobulin class IgGl, Ig02, lg03, IgG4 or IgM, 

8. The method of Claim 1, wherein the anti-TNFa antigen-binding fragment thereof 
is selected from the group consisting of Fab, Fab', F(ab% and Fv. 

9. The method of Claim 1, wherein said analysis comprises labelling the anti-TNFa 
antibody or antigen-binding fragment thereof and measuring direct binding of 
labelled atiii-TNFa antibody or antigen-binding Iragmem thereof to immobilized 
rbTNFa, and wherein said antibodies are labelled to a specific activity of about 
9.7 fiCi/|ig by the iodogen method. 

1 0. The method of Claim I , wherein the antigen-binding Fab fragment of an anti- 
TNFa antibody is administered to the human by means of intramuscular 
administmtion. 

11. The method of Claim 1 , wherein said TNFa-inhibiting amount of the anti-TNFa 
antibody or antigen-binding fragment comprises a single or divided dose of about 
0.1-50 rag/kg. 

12. The method of Claim 1 1 , wherein the single or divided dose is selected from the 
group consisting of: about a 0. 1 - 1 mg/kg dose, about a 1 .0 - 5 mg/kg dose, about 
a S - 10 mg/kg dose and about a 10 * 20 mg/kg dose, 

13. The method of Claim 1 1, wherein the single or divided dose is about a 5 - 20 

-2- 
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mg/kgdose. 

1 4. The method of Chdm 1 , ftinher comprising admioisiering to the human m amount 
of an anti-inflammatoi> agent effective to treat the TNFa-mediated seronegative 
arthropathy. 

15. The method of Claim 14, wherein the anii-inflammaioxy agent is selected from the 
group consisting of; pentasa, mesalazine, asacol, codeine phosphate, benorylate, 
fenbufen* naprosyn, diclofenac, etodoiac, indomethacin, aspirin and ibuprofen. 

1 6. The method of Claim I , fiuiher comprising administering to the human an 
effective amount of an anti-pain agent to treat pain associated with the TNFa- 
mediated seronegative arthropathy. 

1 7. The method of Claim I , further comprising adminisiering to the human an amount 
of methotrexate effective to treat the TNFa-mediated seronegative arthropathy. 

1 8. The method of Claim 1 »wherein a composition comprising the antibody or 
antigen-binding fragment and a pharmaceutically acceptable earner is 
administered. 

1 9. The method of Claim 1 wherein the antibody or antigen-binding fragment has 
specificity for a neutralizing epitope of human TNF-a, 

20. A method of treating a TNFa-mediated seronegative arthropathy in a human in 
need thereof, comprising administering to the human an effective TNFa- 
inhibiting amount of an anti-TNFa antibody or antigen-binding fragment thereof 
(i) comprises the antigen-binding regions of A2 (ATCC Accession No. PTA- 
7045), and (ii) binds to a neutralizing epitope of human TNF-a with an affinity of 

-3- 
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ax least I x 10 liter/mole, measured as an association constant (Ka), as detcnnined 
by Scaicbard analysis. 

21. A method of tieaiing a TNFa-mediaied seronegative arthropathy in a human in 
need thereof, comprising administering to the human an effective TNFa- 
inhibiting amount of an anti-TNFa antibody or aniigen-binding ffagment thereof, 
said antibody comprising a human IgG 1 constant region, and wherein said 
antibody or aniigen-binding fiagmcnt (i) competitively inhibits binding of A2 
(ATCC Accession No. PTA-7045) to human TNf -a. and (ii) binds to a 
neutmlizing epitope of human TNF-a with an affinity of at least 10* liter/mole, 
measured as an association constant (Ka), as determined by Scaichard analysis. 

22. A method of treating a TNFa-mediated seronegative arthropathy in a human in 
need thereof, comprising administering to the human an effective TNFct- 
inhibiting amount of an anii-TNF-a antibody or antigen-binding fragment thereof, 
said antibody comprising a human IgGl constant region, wherein said antibody or 
antigen-binding fragment (i) comprises the antigen-binding regions of A2 (ATCC 
Accession No. PTA-7045). and (ii) binds to a neutralizing epitope of human TNF- 
a with an afjinity of at least 1x10 liter/mole, measured as an association 
constant (Ka), as determined by Scatchard analysis. 

13 A method of treating a TNFa-mediated seronegative arthropathy in a hioman in 
need thereof, comprising administering to the human an effective TNFa- 
inhibiting amount of a light chain that specifically binds human TNFa and 
competitively inhibits binding of A2 (ATCC Accession No. PTA-7045) to human 
TNF-a. said light chain comprising a human light chain constant region and a 
human light chain framework region, >^erein said human light chain binds to a 
neutralizing epitope of human TNF-a with an affinity of at least 1x10* 
liter/mole, measured as an association constant (Ka), as deterauned by Scatchard 

-4- 
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analysis. 



24. A method of treating a TNf a-mediated seronegative anhropathy in a human in 
need thereof, comprising administering to the human an effecxive TNFa- 
inhibiting amount of a heavy chain that specifically binds human TNFa and 
competitively inhibits binding of A2 (ATCC Accession No. PTA-704S) to human 
TNF-ff , said heavy chain comprising a human heavy chain constant region and a 
human heavy chain firamework region, wherein said heavy chain binds to a 
neunalizing epitope of hnman TNF-a with an affinity of ai least 1 x lo"* 
liter/raole, measured as an association constani (Ka), as determined by Scatchard 
analysi:^. 

25 . The meihod of Claim 22, wherein the antibody or antigen-binding fragment 
comprises a human constant region and a human variable region. 

26. The method of Claim 22, wherein the antibody or antigen-binding fragment 
comprises at least one human light cham and at least one human heavy chain. 

27. The method of Claim 26. wherein the light chain comprises all antigen-binding 
regions of the light chain of A2 (ATCC Accession No. PTA-7045). 

28. The method of Claim 26, wherein ihe heavy cham comprises all antigen-binding 
regions of the heavy chain of A2 (ATCC Accession No, PTA-7045). 

29. The method of Claim 26, wherein the light chain comprises all antigen-binding 
regions of the light chain of A2 (aTCC Accession No. PTA-7045) and the heavy 
chain comprises all antigen-binding regions of tiic heavy chain of A2 (ATCC 
Accession No. PTA-7045). 
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30. The method of CNm 22, wherein a composixion comprising ihe antibody or 
antigen-binding fragment and a phannaceuncally acceptable carrier is 
administered. 

31. The method of Claiml . wherein the human has psoriatic arthritis. 
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USSN 11/501.162 Claims 




What is claimed is: 

1 - A method of ireating TNFa-mediated hepatitis C in a human in need thereof, 
comprising administering to the human a therapeutically effective TNFa- 
inhibiting amount of an anti-TNFa antibody for a suifident period of time to treai 
the hepatitis C, wherein said anti-TNFa antibody competitively inhibits binding of 
monoclonal antibody A2 or chimeric monoclonal antibody cA2 to TNFa. and 
vvherein said anti-TNFa antibody binds lo a neutralizing epitope of TNFa in vivo 
with an afiinity of at least 1 x 10^ liter/mole, measured as an association constant 
(ICa), as detennined by Scaichard analysis. 

I. The method of Claim 1 , wherein said anti-TNFa antibody competitively inhibits 
binding of TNFa to chimeric monoclonal antibody cA2. 

\. The meihod of Claim I, wherein said anti-TNFa antibody is chimeric monoclonal 
antibody cA2, or a TNFa binding fragment thereof. 

k A method of treating TNFa-mediated endometriosis in a human in need thereof, 
comprising administering to the human a therapeutically effective TNFa- 
inhibiting amount of an anti-TNFa antibody for a sufHciem period of dme to treat 
the endometriosis, wherein said anti-TNFa antibody competitively inhibits 
binding of monoclonal antibody A2 or chimeric monoclonal antibody cA2 to 
TNFa, and wherein said anti-TNFa antibody binds to a neutralizing epitope of 
TNFa in vivo with an affinity of at least 1 x 10^ liier/raole, measured as an 
association constant (Ka), as determined by Scatchard analysis. 
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5. The method of Claim 4, wherem said anti-TNFa antibody competitively inhibits 
binding of TNFa to chimeric monoclonal antibody cA2. 

6, The method of Claim 4, wherein said anti-TNFa antibody is chimeric monoclonal 
antibody cA2, or a TNFa binding fragment thereof 

A method of treating TNFa-mediated chronic obstructive pulmonary disease 
(COPD) in a htunan in need thereof, comprising administering to the human a 
therapeutically effective TNFa-inbibiting amount of an anti-TNFa antibody for a 
sufficient period of time to treat the COPD, wherein said anti-TNFa antibody 
competitively inhibits binding of monoclonal antibody A2 or chimeric 
monoclonal antibody cA2 to TNFa, and wherein said anti-TNFa antibody binds 
to a neutralizing epitope of TNFa in vivo with an affinity of at least 1 x 10^ 
liter/mole, measured as an association constant (Ka), as determined by Scatchard 
analysis. 

The method of Claim 7, wherein said anti-TNFa antibody competitively inhibits 
binding of TNFa to chimeric monoclonal antibody cA2. 

The method of Claim 7, wherein said anti-TNFa antibody is chimeric monoclonal 
antibody cA2. or a TNFa binding fragment thereof. 

A metiiod of creating TNFa-mediated congestive heart failure in a human in need 
tiiereof, comprising administering to die human a therapeutically effective TNFa- 
inhibiting amount of an anti-TNFa antibody for a sufficient period of time to ireat 
the congestive bean failure, wherein said anti-TNFa antibody competitively 
inhibits binding of monoclonal antibody A2 or chimeric monoclonal antibody cA2 
to TNFa, and wherein said anti-TNFa antibody binds to a neutralizing epitope of 
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TNf a in vivo with an affinity of at least 1 x 10^ liter/mole* measured as an 
association constant (Ka), as determined by Scatchard analysis. 

1 1 . The method of Claim 1 0, wherein said ami-TNFa antibody competitively inhibits 
binding of INf a to chimeric monoclonal antibody cA2. 

12. The method of Claim 10, wherein said anii-TNFa antibody is chimeric 
monoclonal antibody cA2, or a TNFa binding fragment iheieof. 

13. A meihod of treating TNFa-mediaicd psoriatic anhritis in a human in need 
thereof, comprising administering to the human a iberapeutically effective TNFa- 
inhibiting amount of an anti-TNFa antibody for a sufficient period of time to treat ' 
the psoriatic arthritis, wherein said anti-TNFa antibody competitively inhibits 
binding of monoclonal antibody A2 or cjumeric monoclonal antibody cA2 to 
TNFa, and wherein said anti-TNFa antibody binds to a neutralizing epitope of 
TNFa in vivo with an afiinity of at least I x 108 liier/mole, measured as an 
association constant (Ka), as determined by Scatchard analysis. 

14. Tlie method of Claim 13, wherein said anti-TNFa antibody competitively inhibits 
binding of TNFa to chimeric monoclonal antibody cA2. 

15. The method of Claim 13, wherein said anti-TNFa antibody is chimeric 
monoclonal antibody cA2, or a TNFa binding fragment thereof. 

1 6. A method of treating TNFa-mediaxed giant cell arteritis in a human in need 
thereof, comprising administering to the human a therapeutically effective TNFa- 
inbibiting amoimt of an anii-TNFa antibody for a sufficient period of time to treat 
the giant cell arteritis, wherein said anti-TNFa antibody competitively inhibits 
binding of monoclonal antibody A2 or chimeric monoclonal antibody cA2 to 
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TNFcc, an4 wherein said ann-TNFa antibody binds lo a ncuirajizing epitope of 
TNFa in vivo with an affinity of at least I x 1 0^ liter/mole, measured as an 
association constant (Ka)> as detennined by Scatchard analysis. 

1 7. The method of Claim 16, wherein said anii-TNFa antibody competitively inhibits 
binding of TNFa to chimeric monoclonal antibody cA2. 

18. The method of Claim 16, wherein said anti-TMFa antibody is chimeric 
monoclonal antibody cA2, or a TNFa binding fragment thereof. 

1 9. A method of Treating TNFa-mediated q:ansdermal idcers in a human in need 
Thereof, comprising adminisrering to The human a therapeutically effective TNFa- 
inhibiting amount of an anti-TNFa antibody for a sufficient period of time to treat 
the transdermal ulcers, wherein said anti-TNFa antibody competitively inhibits 
binding of monoclonal antibody A2 or chimeric monoclonal antibody cA2 to 
TNFa, and wherein said anti-TNFa antibody binds to a neutralizing epitope of 
TNFa in vivo with an affiinty of at least I x 10^ iiter/mole, measured as an 
association constant (Ka), as determined by Scatchard analysis. 

20. The method of Claim 1 9, wherein said anti-TNFa antibody compeTiti vely inhibits 
binding of TNFa to chimeric monoclonal antibody cA2. 

2 1 . The method of Claim 1 9, wherein said anti-TNFa antibody is chimeric 
monoclonal antibody cA2, or a TNFa binding fragment thereof 

22. A method for treating a TNFa-mediated disease in a human in need thereof, 
comprising administering a therapeutically effective TNFa-inhibiting amount of 
an anti-TNFa antibody transdeimally for a sufficient period of time to treat the 
TNFa-mediated disease, v4ierein said anti-TNFa antibody competitively inhibits 
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bindmg of raonoclonal auribody A2 or cbiraeric monoclonal antibody cA2 to 
TNFa, and wherein said anti-TNFa antibody binds to a neutralising epitope of 
TNFa in viyo with an affinity of at least I x 10^ Uier/mole, measured as an 
association constant (Ka)> as detennlned by Scarchard analysis. 

23. The method of Claim 22, wherein said anti-TNFct antibody competitively inhibits 
binding of TNF to monoclonal antibody cA2. 

24. The method of Claim 22. >^erein said anti-TNFa antibody is monoclonal 
antibody cA2, or a TNF binding fragment thereof 

25. A method for treating a TNFa-mediated disease in a human in need thereof, 
comprising adminisiering a therapeutically effective TNF^inhibiting amoimt of an 
anti-TNF antibody nasally for a sufiicient period of time to treat the TNFa- 
mediated disease, wherein said anti-TNFa antibody competitively inhibits binding 
of A2 or cA2 to TNF, and wherein said anti-TNF antibody binds to a neutralizing 
epitope of TNF-a in vivo with an affinity of at least 1 x 10^ liter/mole, measured 
as an association constant (Ka), ^s determined by Scatchard analysis. 

26. The method of Claim 25, wherein said anti-TNFa antibody competitively inhibits 
bijKUng of TNFa to chimeric monoclonal antibody cA2. 

27. The method of Claim 25, wherein said anti-TNFa antibody is chimenc 
monoclonal antibody cA2. or a TNFa binding fragment thereof. 

28. A method tor treating a TNPa-mediated disease in a human in need thereof, 
comprising administering a therapeutically effective TNFa-inhibiting amount of 
an anti-TNFa antibody by pulmonary administration for a sufHcient period of 
time to treat the TNFa-mcdiated disease, wherein said anti-TNFa antibody 
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competitively inhibits binding of monoclonal antibody A2 or chimeric 
monoclonal antibody cA2 to TNFa, and wherein said anti-TNFa antibody binds 
to a neutralizing epitope of TNFa in viva with an affini^ of at least I x 10^ 
liier/mole, measured as an association constant (Ka), as determined by Scatcbard 
analysis. 

29. The method of Claim 28, wherein said anti-TNFa antibody competitively inhibits 
binding of TNFa to chimeric monoclonal antibody cA2. 

30. The method of Claim 28, wherein said anti-TNFa antibody is chimeric 
monoclonal antibody cA2, or a TNFa binding fragment thereof. 

31. A method for treating a TNFa-mediated disease in a human in need thereof, 
comprising administering a therapeutically effective TNFa-inhibiiing amount of 
an anti-TNFa antibody by injection into a joint for a sufScieni period of time to 
treat the TNFa-mediated disease, wherein said anti-TNFa antibody competitively 
inhibits binding of monoclonal antibody A2 or chimeric monoclonal antibody cA2* 
to TNFa, and wherein said anti-TNFa antibody binds to a neutralizing epitope of 
TNFa in vivo with an affinity of at least 1 x 10^ liter/mole, measured as an 
association constant (Ka), as detennined by Scatchard analysis. 

* 

32. The method of Claim 31, wherein said anti-TNFa antibody competitively inhibits 
binding of TNFa to chimeric monoclonal antibody cA2. 

33. The method of Claim 3 1 , wherein said anti-TNFa antibody is chimeric 
monoclonal antibody cA2, or a TNFa binding fragment thereof. 
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DES/CMW/aic 



Claims for 11/582,153 ^^^^^£Sct: 

What is claimed is: 



I - A method of ixihibiting TNFa in a human patient, whejei» said human patient has 
a blood pathology, comprising administering to The human paiieni an effective 
TNFa-inhibiting amount of an anii-TNFa antibody or antigen-binding fragment 
ihereof, said antibody comprising a human constant region, wherein said anti- 
TNf o amibody or antigen-binding ftagmem thereof (i) competiiively inhibits 
binding of A2 (ATCC Accession No. PTA-7045) to human TNFa and (ii) binds 
to a neutralizing epitope of human TNFa with an afiinity of at least 1x10* 
liter/mole, measured as an association constant (Ka), as determined by Scatchard 
analysis. 

2. A method of inhibiting TNFa in a human patient, wherein said human patient has 
a blood pathology, comprising administering to the human patient an effective 
TNFa-inhibiiing amount of an anti-TNFa antibody or antigen-Wnding ftagment 
thereof, wherein said anti-TNFa antibody comprises a human IgGl constant 
region and wherein said anti^TNFa antibody or antigen-binding fragment ihereof 
(i) competitively inhibits binding of A2 (aTCC Accession No. PTA-7045) to 
human TNFot and (ii) binds to a neutralizing epitope of human TNFct with an 
affinity of at least I x 10* liter/mole, measured as an association constant (Ka), as 
determined by Scatchard analysis. 

3. A method of inhibiting TNFa in a human patient, wherein said human patient has 
a blood pathology, comprising administering to the human patient an effective 
TNFa-iuhibiiing amount of an anti-TNFa chimeric antibody, wherein said anii- 
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TNFa chimeric antibody comprises a non-human variuble region comprising an 
amino acid sequence selected from the group consisting of S£Q ID N0.:3 and 
SEQIDN0.:5. 

4. A method of inhibiting TNFa in a human patient, wherein said human patient has 
a blood pathology^ comprising administering to the human patient an effective 
TNFa-inbibiting amount of an anti-TNFa chimeric antibody, wherein said anti- 
TNF(x chimeric antibody comprises a non-human variable region comprising an 
amino acid sequence selected from the group consisting of SEQ IP N0.:3 and 
SEQ ID N0.;5 and an IgOl human constant region. 

5. The method of Claim 3 wherein the non human variable region comprises a 
polypeptide encoded by a nucleic acid sequence selected from the group 
consisting of SEQ ID NO,:2 and SHQ ID NO.:4. 

6. The method of Claim 4 wherein the non human variable region comprises a 
polypeptide encoded by a nucleic acid sequence selected from the group 
consisting of SEQ ID N0.:2 and SEQ ID NO,; 4. 

7. The method of Claim 1 wherein said anti-TNFa antibody is a huitianized 
antibody. 

8. The method of Claim 1 wherein said anti-TNFa antibody is a human antibody. 

9. The method of Claim I wherein said anti-TNFa antibody is a chimeric antibody. 
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10. The method of Claim 1 wherein said anii-TNFa antibody is adminisiered lo the 
human by means of paremeral administration. 

1 1 . The method of Claim 1 wherein said anii-TNFa antibody is administered to the 
human by means of intravenous administmtion, subcutaneous administration or 
intramuscular administration. 

12. The method of Claim 1 wherein said TNFa-inhibiting amount of said anti-TNFa 
antibody comprises a single or divided dose of about 0. 1 - 50 mg/Kg. 

1 3 . The method of Claim 1 2 wherein the single or divided dose is one selected from 
0.5, 0.9, 1, 1.1. 1,5. 2. 3, 4, 5, 6, 7, 8, 9. 10, 1 1, 12, 13. 14 or 15 mg/kg per day on 
at least one of day 1, 2, 3. 4, 5, 6, 7, 8, 9, 10, 1 1, 12, 13. 14. 15. 16, 17, 18, 19, 20, 
21, 22, 23. 24» 25, 26, 27. 28, 29 or 30 or at least one of week 1, 2, 3. 4, 5. 6, 7, 8, 
9, 10, 11, 12. 13. 14, 15, 16, 17, 18. 19 or 20, 

14. The method of Claim 1, wherein said fragment is selected from the group 
consisting of Fab, Fab'. F(ab')2 and Fv. 

1 5. The method of Claim I , wherein said antibody or antigen-binding fragment 
comprises a human constant region and a human variable region. 

16. The method of Claim 1, wherein said antibody or antigen-binding fiagmeni 
comprises at least one human light chain wi at least one human heavy chain. 

17. The method of Claim 1 6, wherein the light chain comprises all antigen-binding 
regions of die light chain of A2 (ATCC Accession No. PTA-7045). 
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1 8 . The method of Claim 1 6, whei^in ihe hesivy chain comprises sUl anugen-bindrng 
regions of the heavy chain of A2 (ATCC Accession No, PTA-7045). 

19. The method of Claim 16, wherein the light chain comprises all antigen-binding 
regions of the light chain of A2 (ATCC Accession No. PTa-7045) and the heavy 
chain comprises all antigen-binding regions of the heavy chain of A2 (ATCC 
Accession No. FrA-7045), 

20. A method of inhibiting TNFa in a human patient, wherein said hnman patient has 
a blood pathology, comprising administering lo the hiunan patient an anti-TNFa 
antibody or antigen-binding fragment thereof, said antibody comprising a human 
constant region* wherein said antibody or antigens-binding fragment (i) comprises 
the antigen-binding regions of A2 (ATCC Accession No. PTA-7045), and (ii) 
binds to a neutralizing epitope of human TNf a with an afi&nity of at least 1x10* 
liter/mole, measured as ah association constant (Ka), as determined by Scatchard 
analysis. 

2 1 . The method of Claim 1 , further comprising administering a composition 
comprising the antibody or antigen-binding fragment of Claim 1 and a 
pharmaceutically acceptable earner. 

22. The mefliod of Claim 1 , wherein said antibody or antigen-binding fragment has 
specificity for a neuualizing epitope of human TNFa. 

23. The antibody or antigen-binding fragment of Claim 1 ► wherein said Scatchard 
analysis comprises labeling the anti-TNFa antibody or antigen-binding fragment 
thereof and measuring direct binding of ^"I labeled anti-TNFa antibody or 
antigen-binding fragment thereof to immobilized rhTNFa, and wherein said 
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antibodies are labelled to a specific activity of about 9,7 |j.Ci/^g by the iodogen 
meibod. 

24, The raeihod of Claim 1 , wherein said blood pathology is anemia. 
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